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To: 

Commissioner 

US Department of Commerce 
United States Patent and Trademark '* 

Office PCT 

201 1 South Clark Place Room 
CP2/5C24 

Arlington, vA 22202 
ETATS-UNIS D'AMERIQUE 

in its capacity as elected Office 


Date of mailing: 

01 March 2001 (01.03.01) 




Internationai apptication No.: 

PCT/JPOO/05523 


Applicant's or agent's file reference: 
2628WO0P 


International filing date: 

18 August 2000(18.08.00) 


Priority date: 

20 August 1999 (20.08.99) 


Applicant: 

OHKAWA, Shigenorl et al 



1 . The designated Office is hereby notified of its election made: 

I X| in the demand filed with the International preliminary Examining Authority on: 
. . 29 September 2000 (29.09.00) 

I I in a notice effecting later election filed with the International Bureau on: 



2. The election | X| was 

) I was not 

made before the expiration of 19 months from the priority date or, where Rule 32 applies, within the time limit under 
Rule 32.2(b). 





Authorized officer: 


The International Bureau of WlPO 


34, chemin des Colombettes 




1211 Geneva 20, Switzerland 


J. Zahra 
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Telephone No.: (41-22) 338.83.38 



Form PCT/IB/331 (July 1992) 38541 98 
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Takeda Chemical Industries, Ltd. 



COMMUNICATION 

The European Patent Office herewith transmits as an enclosure the European search report for the 
above-mentioned European patent application. 

If applicable, copies of the documents cited in the European search report are attached. 

GQ Additional set(s) of copies of the documents cited in the European search report is (are) enclosed 
as well. 



REFUND OF THE SEARCH FEE 

It applicable under Article 10 Rules relating to fees, a separate communication 
from the Receiving Section on the refund of the search fee will be sent later. 



EPO Form 1507.4 (03.95) 



Eur pean Patent 
Office 



SUPPLEMENTARY 

PARTIAL EUROPEAN SEARCH REPORT 



Application Number 



which under Rule 45 Of the European Patent Convention^p QO 95 3479 
shall be considered, for the purposes of subsequent 
proceedings, as the European search report 



DOCUMENTS CONSIDERED TO BE RELEVANT 



Category 



Citation of document witti indication, where appropriate, 
of relevant passages 



Relevant 
to claim 



CLASSIFICATION OF THE 
APPLICATION (lnLCl.7) 



P.X 



EP 0 992 496 A (PFIZER PROD INC) 
12 April 2000 (2000-04-12) 
compounds of formula (I), in particular 
group C(a) (see page 5, lines 40-43) 



US 5 478 844 A (AONO TETSUYA ET AL) 
26 December 1995 (1995-12-26) 
* column 1, line 336 - column 2, line 
claims 1,9; table 1 * 



11; 



EP 0 345 593 A (TAKEDA CHEMICAL INDUSTRIES 
LTD) 13 December 1989 (1989-12-13) 

* page 2, line 5 - page 2, line 22; claim 
1; tables 2,3 * 

US 5 420 289 A (MUSSER JOHN H ET AL) 
30 May 1995 (1995-05-30) 

* column 3, line 55 - column 5, line 55 * 



1-32 



1-32 



1-32 



A61K31/407 

A61K31/55 

A61P9/10 

A61P25/28 

A61P25/16 

A61P13/02 

A61P9/08 

C07D491/04 

A61K31/425 

A61K31/40 



TECHNICAL FIELDS 
SEARCHED (lnt.CI.7) 



C07D 

A61K 



The supplementary search report has been based on the last set of claims valid 
and available at the start o( the search. 



INCOMPLETE SEARCH 



The Search Division considers that the present application, or some or all of its claims, does^do 
not comply with the EPC to such an extent that a meaningful search into the state of the art cannot 
be earned out. or can only be carried out patllally, for the following claims: 

Claims searched completely : 



Claims searched Incompletely : 



Claims not searched : 



Reason for the limitation of the search: 

Although claims 25-28 are directed to a method of 
treatment of the human/animal body (Article 52(4) 
EPC), the search has been carried out and based on the 
alleged effects of the compound/composition. 



Place oi search 



MUNICH 



Dale ot completion ol the search 

24 January 2003 



Worth, C 



CATEGORY OF CITED DOCUMENTS 

X : particularly relevant If taken alone 

Y : particularly relevant If combined with another 

document of the same category 
A : technological background 
0 : non-written disclosure 
P : intermediate document 



T : theory or principle underlying the Invention 
E : earlier patent document, but published on. or 

after the filing date 
D : document cited in the application 
L : document cited for other reasons 

& : member of the same patent family, corresponding 
document 
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ON EUROPEAN PATENT APPLICATION NO. EP 00 95 3479 



This annex lists the patent family members relating to the patent documents cited in the above-mentioned European search report. 
The members are as contained in the European Patent Office EDP file on 

The European Patent Office is in no way liable for these particulars which are merely given for the purpose of information. 
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From the INTERNATIONAL BUREAU 



PCT V< 

NOTIFICATION CONCERNING 
SUBMISSION OR TRANSMITTAL 
OF PRIORITY DOCUMENT 

(PCT Administrative Instructions, Section 411) 


To: 

IAI\AnAonl, onUtCni 

Osaka Plant of Takeda Chemical 
Industries; Ltd. 

17-85, Jusohonmachi 2-chom6^ '^mX 
Yodogawa-ku . L — 2Si^AJ. \ 
Osaka-shi [ •QO 1 1 20 | 
Osaka 532-0024 V m . i 


Date of mailing (day/month/year) 

06 November 2000 (06.11,00) 


jAPON 




Applicant's or agent's file reference 
2628WO0P 


IMPORTANT NOTIFICATION 


international application No. 
PCT/JPOO/05523 


International filing date (day/month/year) 
18 August 2000 (18.08.00) 


Internationa 1 publication date (day/nnonth/year) 
Not yet published 


Priority date (day/monttT/yaar) 
20 August 1999 (20.08.99) 


Applicant 

TAKEDA CHEMICAL INDUSTRIES, LTD. et al 



1. The applicant is hereby notified of the date of receipt (except where the letters "NR" appear in the right-hand column) by the 
International Bureau of the priority docunrient(s) relating to the earlier application(s} indicated below. Unless otherwise 
indicated by an asterisk appearing next to a date of receipt or by the letters "NR", in the right-hand column, the priority 
document concerned was submitted or transmitted to the International Bureau in compliance with Rule 17.1(8) or (b). 

2. This updates and replaces any previously issued notification concerning submission or transmittal of priority documents. 

3. An asterislc(*) appearing next to a date of receipt in the right-hand column, denotes a priority document submitted 
or transmitted to the International Bureau but not in compliance with Rule 17.1 (a) or (b). In such a case, the attention 
of the applicant is directed to Rule 1 7.1 (c) which provides that no designated Office may disregard the priority claim 
concerned before giving the applicant an opportunity, upon entry into the national phase, to furnish the priority document 
within a time limit which is reasonable under the circumstances. 

4. The letters "NR" appearing In the right-hand column denote a priority document which was not received by the International 
Bureau or which the applicant did not request the receiving Office to prepare and transmit to the International Bureau, 

as provided by Rule 17.1(a) or (b), respectively. In such a case, the attention of the applicant is directed to Rule 17.Uc) which 
provides that no designated Office may disregard the priority claim concerned before giving the applicant an opportunity, 
upon entry into the national phase, to furnish the priority document within a time limit which is reasonable under the 
circumstances. 



20Augu 1999 (20.08.99) 



Pripnty 9PPliP9tlQP NQ, 

11/234718 



Country or regional Office 

or PCT rgqg'Yinq QfflcQ 
JP 



Date of receipt 
pf priority document 

05 Octo2000 (05.10.00) 



The International Bureau of WlPO 
34, chemin des Colombettes 
121 1 Geneva 20, Swiuerland 



Facsimile No. (41-22) 740.14.35 



Authorized officer 

Khemais BRAHMI 

Telephone No. (41-22) 338.83.38 



Form PCT/IB/304 (July 1998) 



003639018 



wo 01/14384 
PCT/JPOO/05523 



PCT 



■'•.1 -f il' 
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" From the INTERNATIONAL BUREAU 



NOTICE INFORMING^ THE APPLICANT OF THE 
COMMUNICATION OF THE INTERNATIONAL 
APPLICATION TO THE DESIGNATED OFFICES 

(PCT Rule 47.1(c), first sentence) 



Date of mailing (day/month/year) 
01 March 2001 (01.03.01) 



To: 



TAKAHASHI, Shuichi 
Osaka Plant of Takeda Chennical 
Industries, Ltd. 

17-85, Jusohonmachi 2-chonne 
Yodogawa-ku /f*^ 
Osaka-shi 
Osaka 532-0024 
JAPON 




Applicant* s or agent's file reference 
2628WO0P 


IMPORTANT NOTICE 


International application No. 
PCT/JPOO/05523 


International filing date (day/month/yea r) 

18 August 2000 (18.08.00) 


Priority date (day/month/year) 
20 August 1999 (20.08.99) 


Applicant 

TAKEDA CHEMICAL INDUSTRIES, LTD. et al 



1. Notice is hereby given that the International Bureau has communicated, as provided in Article 20, the international application 
to the following designated Offices on the date indicated above as the date of mailing of this Notice: 

AU,KR,US 

In accordance with Rule 47.1 (c), third sentence, those Offices will accept the present Notice as conclusive evidence that 
the communication of the international application has duly taken place on the date of mailing indicated above and no copy 
of the international application is required to be furnished by the applicant to the designated Office(s). 

2. The following designated Offices have waived the requirement for such a communication at this time: 

AE,AG,AL,AM,AP,A2,BA,BB,BG,BR,BY,B2,CA,CN,CR,CU,CZ,DM,DZ,EA,EE,EP,GD,GE,HR,HUJD, 
IL,IN,IS,JP,KG,KZ,LC,LK,LR,LT,LV,MA,MD,MG,MK,MN,MX,MZmNZ,OA,PL,RO,RU,SG,SI,SK, 

TJ,TM,TR,TT,UA,UZ,VN,YU,ZA ^ ^ u ^ ♦ • .i. 

The communication will be made to those Offices only upon their request Furthermore, those Offices do not require the 
applicant to furnish a copy of the international application (Rule 49.1 (a-bis)). 

3. Enclosed with this Notice is a copy of the international application as published by the International Bureau on 
01 March 2001 (01.03.01) under No. WO 01/14384 

REMINDER REGARDING CHAPTER II (Article 31(2)(a) and Rule 54.2) 

If the applicant wishes to postpone entry into the national phase until 30 months (or later in some Offices) from the priority 
date, a demand for international preliminary examination must be filed with the competent International Preliminary 
Examining Authority before the expiration of 19 months from the priority date. 

It is the applicant's sole responsibility to monitor the 19-month time limit 

Note that only an applicant who is a national or resident of a PCT Contracting State which is bound by Chapter II has the 
right to file a demand for international preliminary examination. 

REMINDER REGARDING ENTRY INTO THE NATIONAL PHASE (Article 22 or 39(1 )) 

If the applicant wishes to proceed with the International application in the national phase, he must within 20 months 
or 30 months, or later in some Offices, perform the acts referred to therein before each designated or elected Office. 

For further important information on the time limits and acts to be performed for entering the national phase, see the 
Annex to Form PCT/lB/301 (Notification of Receipt of Record Copy) and Volume II of the PCT Applicant's Guide. 



The International Bureau of WlPO 


Authorized officer 








34, chemin des Colombettes 


J. Zahra 




1 21 1 Geneva 20. Switzerland 






Facsimile No. (41-22) 740.14.35 


Telephone No. (41-22) 338.83.38 




Form PCT/lB/308 (July 1996) 




. 3855807 



PATENT COOPERATION TREATY 



From the INTERNATIONAL BUREAU 



PCT 

INFORMATION CONCERNING ELECTED 
OFFICES NOTIFIED OF THEIR ELECTION 

(PCT Rule 61.3) 



Date of mailing (day/month/year) 
01 March 2001 (01.03.01) 



To: 



TAKAHASHI, Shuichi 

Osaka Plant of Takeda Chemical 

Industries, Ltd. 

17-85, Jusohonmachi 2-chome 

Yodogawa-ku 

Osaka-shi 

Osaka 532-0024 

JAPON 



Applicant's or agent's file reference 
2628WO0P 


IMPORTANT INFORMATION 


International application No. 
PCT/JPOO/05523 


International filing date (day/month/year) 
18 August 2000 {18.08.00) 


Priority date (day/month/year) 

20 August 1999 (20.08.99) 


Applicant 

TAKEDA CHEMICAL INDUSTRIES, LTD. et al 



1. The applicant is hereby informed that the International Bureau has, according to Article 31(7), notified each of the following 
Offices of its election: 

AP :GKGM,KE,LS,MW,M2,SD,SL,SZ,TZ,UG,ZW 

EP :AT,BE,CH,CY,DE,DK,ES,FI,FR,GB,GRJEJT,LU,MaNUPT,SE 

National :AU,BG,CA,CN,CZ,!UJP.KR,MN,N0,N2,PL,R0,RU,SK,US 

2. The following Offices have waived the requirement for the notification of their election; the notification will be sent to them 
by the International Bureau only upon their request: 

EA :AM,AZ3Y,KG,KZ,MD,RU,TJ,TM 

OA :BF,BJ,CF,CG,CI,CM,GA,GN,GW,MUMR,NE,SN,TD,TG 

National :AE,AG,AUAM;AZ,BA,BB,BR,BY,BZ,CR,CU,DM,DZ,EE,GD,GE,HR,HU,ID,IN/ 

IS,KG,KZ,LC,LK,LR,LT,LV,MA,MD,MG,MK,MX,MZ,SG,S1JJ,TMJR,TT,UA,UZ,VN,YU, 

ZA 

3. The applicant is reminded that he must enter the ''national phase" before the expiration of 30 months from the priority date 

before each of the Offices listed above. This must be done by paying the national fee(s) and furnishing , if prescribed, a 
translation of the international application (Article 39(1)(a)), as well as, where applicable, by furnishing a translation of any 
annexes of the international preliminary examination report (Article 36(3)(b) and Rule 74.1). ' 

Some offices have fixed time limits expiring later than the above-mentioned time limit. For detailed information about the 
applicable time limits and the acts to be performed upon entry into the national phase before a particular Office, see Volume II 
ofthe PCT Applicant's Guide. . 

The entry into the European regional phase is postponed until 31 months from the priority date for all States designated for 
the purposes of obtaining a European patent. 



The International Bureau of WlPO 


Authorized officer: 


34, chemin des Colombettes 


J. Zahra 


1211 Geneva 20, Switzerland 


Facsimile No, (41-22) 740.14.35 


Telephone No. (41-22) 338.83.38 



Form PCT/IB/332 (September 1997) 



3855807 
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PCT) 



NOTIFICATION OF RECEIPT OF 
RECORD COPY 

(PCT Rule 24.2(a)) 



From the INTERNATIONAL BUREAU 



To: 



TAKAHASHI, Shuichi 
Osaka Plant of Takeda Chemical 
Industries, Ltd, 

17-85, Jusohonmachi 2-chom 
Yodogawa-ku 
Osaka-shi 
Osaka 532-0024 
JAPON 



Date of mailing (day/month/year) 

13 September 2000 (13.09.00) 




IMPORTANT NOTIFICATION 



Applicant's or agent* s file reference 
2628WO0P 



International application No. 
PCT/J POO/05523 



The applicant is hereby notified that the International Bureau has received the record copy of the international application as 
detailed below. 

Name(s) of the applicant(s) and State(s) for which they are applicants: 

TAKEDA CHEIVIICAL INDUSTRIES, LTD. (for all designated States except US) 

OHKAWA, Shigenori et a! (for US) 
international filing date 18 August 2000 (18.08.00) 

Priority date(s) claimed : 20 AuguSt 1999 (20.08.99) 

Synhe°l=a^ionallu^^^^^ 04 September 2000 (04.09.00) 

List of designated Offices : 

AP :GH,GM,KE,LS,MW,MZ,SD,SUSZJZ,UG,ZW 
EA :AIVI,AZ,BY,KG,KZ,MD,RU JJ,TM 

EP :AT,BE,CH,CY,DE,DK,ES,F1,FR,GB,GRJE,IT,LU,MC,NUPT,SE 
OA :BF,BJ,CF,CG,CI,CM,GA,GN,GW,MUMR,NE,SN,TD,TG 

National :AE,AG,AUAM,AU,AZ,BA,BB,BG,BR,BY,BZ,CA,CN,CR,CU,CZ,DM,DZ,EE,GD,GE,HR,HU, 

IDJLJNJS,JP,KG,KR,KZ,LaLK,LR,LT,LV,MA,MD,MG,MK,MN,MX,MZ,NO,NZ,PURO,RU 

SK,TJ,TM,TR,TT,UA,US,UZ,VN,YU,ZA 



ATTENTION 

The applicant should carefully check the data appearing in this Notification. In case of any discrepancy between these data 
and the indications in the international application, the applicant should immediately inform the International Bureau. 

In addition, the applicant's attention is drawn to the information contained in the Annex, relating to: 
time limits for entry into the national phase 



X 



confirmation of precautionary designations 
requirements regarding priority documents 



A copy of this Notification is being sent to the receiving Office and to the InternationalSearching Authority. 



The International Bureau f WlPO 
34, chemin des Colombettes 
1211 Geneva 20, Switzerland 



Facsimile No. (41-22) 740.14.35 



Authorized officer: 




hinji IGARASHI 



Telephone No. (4V22) 338.83.38 



Form PCT/IB/301 (July 1998) 



003519954 



AUNSLJO FORM PCT/IB/301 



International application No. 

PCT/J POO/05523 



INFORMATION ON TIME LIMITS FOR ENTERING THE NATIONAL PHASE 

The applicant is reminded that the "national phase" must be entered before each of the designated Offices Indicated In the 
Notification of Receipt of Record Copy (Form PCT/lB/301) by paying national fees and furnishing translations, as prescribed by 
the applicable national laws. 

The time limit for performing these procedural acts is 20 MONTHS from the priority date or, for ^^ose designated States 
which the applicant elects in.a demand for international preliminary examination or in a later election, 30 MONTHS from the 
oriority date, provided that the election is made before the expiration of 19 months from the priority date. Some designated (or 
elected) Offices have fixed time limits which expire even later than 20 or 30 months from the priority date, tn other Offices an 
extension of time or grace period, in some cases upon payment of an additional fee, is available. 

In addition to these procedural acts, the applicant may also have to comply with other special requirements applicable in 
certain Offices. It is the applicant's responsibility to ensure that the necessary steps to enter the national phase are taken in a 
timely fashion. Most designated Offices do not issue reminders to applicants in connection with the entry into the national 
phase. 

For detailed information about the procedural acts to be performed to enter the national phase before each designated 
Office, the applicable time limits and possible extensions of time or grace periods, and any other requirements, see the relevant 
Chapters of Volume II of the PCT Applicant's Guide. Information about the requirements for filing a demand for international 
preliminary examination is set out in Chapter IX of Volume I of the PCT Applicant's Guide. 

OR and ES became bound by PCT Chapter II on 7 September 1996 and 6 September 1997, respectively, and may, therefore, 
be elected in a demand or a later election filed on or after 7 September 1996 and 6 September 1997, respectively, regardless of 
the filing date of the international application. (See second paragraph above.) 

Note that only an applicant who is a national or resident of a PCT Contracting State which is bound by Chapter II has 
the right to file a demand for international preliminary examination. 

CONFIRMATION OF PRECAUTIONARY DESIGNATIONS 

This notification lists only specific designations made under Rule 4.9(a) in the request. It is important to check that these 
designations are correct. Errors in designations can be corrected where precautionary designations have been "^^aae under 
Rule 4 9(b). The applicant is hereby reminded that any precautionary designations nnay be confirmed according to Rule 4.9tcj 
before the expiration of 15 months from the priority date. If it is not confirmed, it will automatically be regarded as withdrawn 
bv the applicant. There will be no reminder and no invitation. Confirmation of a designation consists of the filing of a notice 
specifying the designated State concerned (with an indication of the kind of protection or treatment desired) and the payment 
of the designation and confirmation fees. Confirmation must reach the receiving Office within the 15-month time limit. 

REQUIREMENTS REGARDING PRIORITY DOCUMENTS 

For applicants who have not yet complied with the requirements regarding priority documents, the following is recalled. 

Where the priority of an earlier national, regional or international application is claimed, the applicant must submit a copy 
of the said earlier application, certified by the authority with which it was filed ("the priority document") to the receiving Office 
(which will transmit it to the International Bureau) or directly to the International Bureau, before the expiration of 1 6 months from 
the priority date, provided that any such priority document may still be submitted to the International Bureau before that date of 
international publication of the international application, in which case that document will be considered to have been received 
by the International Bureau on the last day of the 16-month time limit (Rule 17,1(a)). 

Where the priority document is issued by the receiving Office, the applicant may, instead of submitting the priority 
document, request the receiving Office to prepare and transmit the priority document to the International Bureau. Such request 
must be made before the expiration of the le-month time limit and may be subjected by the receiving Office to the payment 
of a fee (Rule 17.1(b)). 

If the priority document concerned is not submitted to the International Bureau or if the request to the receiving Office 
to prepare and transmit the priority document has not been made (and the corresponding fee, if any, paid) within the applicable 
time limit indicated under the preceding paragraphs, any designated State may disregard the priority claim provided that no 
designated Office may disregard the priority claim concerned before giving the applicant an opportunity to furnish the priority 
document within a time limit which Is reasonable under the circumstances. 

Where several priorities are claimed, the priority date to be considered for the purposes of computing the 16-month time 
limit is the filing date of the earliest application whose priority is claimed. 



Form PCT/IB/301 (Annex) (July 1998) 



003519954 



L^I^AL SEARCH REPORT 



INTERNA'jBf AL SEARCH REPORT J^emational appUcation No. 

PCT/jPOO/05523 



A, CLASSIFICATION OF SUBJECT MATTER 
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A61P9/10, 25/28, 25/16, 13/02, 9/08 

According to International Patent Classification (IPC) or to both national classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 
Int. CI'' C07D491/048, A61K31/407, 31/454, 31/55, 
A61P9/10, 25/28, 25/16, 13/02, 9/08 



Documentation searched other than minimum documentation to the extent that such docwnents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
REGISTRY (STN) , CAPLUS (STN) , CAOLD (STN) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 


Citation of document, with indication, where appropriate, of the relevant passages 


Relevant to claim No. 
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WO, 97/07120, Al (Sraithkline Beecham P-L.C), 

27 February, 1997 (27.02.97), 

Claims; page 23, Example 5 

& JP, 11-511156, A & EP, 1019412, Al 

& US, 5972935, A 


1-24,29-32 
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WO, 95/29177, Al (Smithkline Beecham P.L.C.), 

02 November, 1995 (02.11.95), 

Claims; page 21, Example 2 

& EP, 757687, Al & JP, 9-512025, A 


1-24,29-32 


A 


JP, 5-339271, A (KOWA COMPANY, LTD), 
21 December, 1993 (21.12.93), • 
pp. 3-4, Method 1 (Family: none) 


1-24,29-32 


A 


Dufresne, Claude, et al . , 'The synthesis of 
phenylhydrazines from bis (2 , 2 , 2-trichloroethyl) 
azodicarboxylates and electron- rich arenes' Synth. 
Commun. (1997), Vol.27, No. 20, p. 3613-3624, 
Compound No. 22 


1-24,29-32 



^ Further documents are listed in the continuation of Box C. Q See patent family annex. 



* Special categories of cited documents: "T" later document published after the international filing date or 
"A" document defming the general state of the art which is not priority date and not in conflict with the application but cited to 

considered to be of particular relevance understand the principle or theory underlying the invention 

"E" earlier document but published on or after the international filing "X" document of particular relevance; the claimed invention cannot be 
(jate considered novel or cannot be considered to involve aninventive 

"L" document which may throw doubts on priority claim(s) or which is step when the document is taken alone 

cited to establish the publication date of another ciUition or olher "Y" document of particular relevance; the claimed invention cannot be 
special reason (as specified) considered to involve an inventive step when the document is 

"0" document referring to an oral disclosure, use, exhibition or other combined with one or more other such documents, such 

means combination being obvious to a person skilled in the art 



"P" document published prior to the international filing date but later document member of the same patent family 

than the priority date claimed 



Date of the actual completion of the . international search 
22 November, 2000 (22.11.00) 


Date of mailing of the international search report 
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Name and mailing address of the ISA/ 

Japanese Patent Office 

Facsimile No. 
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This international search report has not been established in respect of certain claims under Article I7{2){a) for the following reasons: 

^ Claims Nos.: 25-28 

because they relate to subject matter not required to be searched by this Authority, namely: 

Claims 25 to 28 pertain to methods for treatment of the human body by therapy, 
and thus relate to subject matters which this International Searching Authority 
is not required, under the provisions of Article 17(2) (a) (i) of the PCT and 
Rule 3 9.1 (iv) of the Regulations under the PCT, to search. 

2. n Claims Nos.: 

because they relate to parts of the international application that do not comply with the prescnbed requirements to such an 
extent that no meaningful international search can be carried out, specifically: 



3. r~l Claims Nos.: ^ v 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 



Box II Observations where unity of invention is lacking (Continuation of Item 2 of first sheet) 



This International Searching Authority found multiple inventions in this international application, as follows: 



1. □ As all required additional search fees were timely paid by the applicant, this international search report covers all searchable 

claims. 

2. □ As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment 

of any additional fee. 

3. □ As only some of the required additional search fees were timely paid by the applicant, this international search report covers 

only those claims for which fees were paid, ^cifically claims Nos.: 



4, n No required additional search fees were timely paid by the applicant. Consequently, this international 
search report is restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 



Remark on Protest Q The additional search fees were accompanied by the applicant's protest 
I I No protest accompanied the payment of additional search fees. 
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International application No. 

PCT/JPOO/05523 


International filing date {day/mont/j/year) 
18 August 2000 (18.08.00) 


Priority date (day/monih'year) 

20 August 1999 (20.08.99) 


International Patent Classification (IPC) or national classification and IPC 

C07D 491/048, A61 K 3 1/407, 3 1/454, 3 1/55, A6 IP 9/10, 25/28, 25/16, 13/02, 9/08 


Applicant 

TAKEDA CHEMICAL FNDUSTRIES, LTD. 



This international preliminary examination report has been prepared by this International Preliminary Examining Authority 
and is transmitted to the applicant according to Article 36. 



2. This REPORT consists of a total of 



. sheets, including this cover sheet. 



I j This report is also accompanied by ANNEXES, i.e., sheets of the description, claims and/or drawings which have 
* — ' been amended and are the basis for this report and/or sheets containing rectifications made before this Authority (see 
Rule 70. 1 6 and Section 607 of the Administrative Instructions under the PCT). 



These annexes consist of a total of 



sheets. 



3. This report contains indications relating to the following items: 
Basis of the report 
Priority 

Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

Certain documents cited 

Certain defects in the international application 

Certain observations on the international application 
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II 


□ 


III 




IV 


□ 


V 




VI 


□ 


VII 


□ 


VIII 





Date of submission of the demand 

29 September 2000 (29.09,00) 


Dale of completion of this report 

27 March 2001 (27,03.2001) 


Name and mailing address of the IPEA/JP 
Facsimile No. 


Authorized officer 
Telephone No. 



Form PCT/IPEA/409 (cover sheet) (July 1998) 



International application No. 

INTERNATIONAL IMINARY EXAMINATION REPORT PCT/JPOO/05523 



I. Basis of the report 



I. With regard to the elements of the international application:* 
1^ the international application as originally filed 
I I the description: 

pages • originally filed 

pages ^ • .' filed with the demand 

pages ■ . . filed with the letter of ' 

I I the claims: 

pages ^ . as originally filed 

pages , as amended (together with any statement under Article 1 9 

pages ^ , filed with the demand 

P^S^s filed with the letter of 



I ] the drawings: 

pages , ais originally filed 

pages . filed with the demand 

pages , filed with the letter of 



I I the sequence listing part of the description: 



Pag« : , as originally filed 

P^Ses ^ ^ filed with the demand 

P^S" , filed with the letter of 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language which is: 

□ 

the language of a translation furnished for the purposes of international search (under Rule 23. 1(b)). 

□ 

the language of publication of the international application (under Rule 48.3(b)). 

the language of the translation furnished for the purposes of international preliminary examination (under Rule 55.2 and/ 
or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 

preliminary examination was carried out on the basis of the sequence listing: 

□ 

contained in the international application in written form. 

□ 

filed together with the international application in computer readable form. 

□ furnished subsequently to this Authority in written form. 

□ furnished subsequently to this Authority in computer readable form. 

The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

The statement that the information recorded in computer readable form is identical to the written sequence listing has 
been furnished. 



□ 



The amendments have resulted in the cancellation of: 

□ 

the description, pages 

the claims* Nos. 

the drawings, sheets/fig 



5 rn This report has been established as if (some oO the amendments had not been made, since they have been considered to go 
— beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 

♦ Replacement sheets which have been furnished to the receiving Ojjice in response to an invitation under Article 14 are referred to 
in this report as "originally filed" and are not annexed to this report since they do not contain amendments (Ride 70.16 
and 70.17). 

♦* Any replacement sheet containing such amendments must be referred to under item I and annexed to this report. 



Form PCT/lPEA/409 (Box I) (July 1998) 



I^n^MINARY EXAMINATION REPORT 
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III. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 



I. The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non obvious), or to be 
industrially applicable have not been examined in respect of: 

the entire international application. 



claims Nos. 25-28 

because: 

the said international application, or the said claims Nos. 25-28 



relate to the following subject matter which does not require an international preliminar>' examination (specify): 

The subject matter of Claims 25-28 relates to a method for treatment of the human body by therapy, 
which does not require an international preliminary examination by the International Preliminary 
Examining Authority in accordance with PCT Article 34(4)(a)(i) and Rule 67.1(iv). 



I I the description, claims or drawings (indicate particular elements below) or said claims Nos. 
I — I are so unclear that no meaningful opinion could be formed (specify): 



□ the claims, or said claims Nos. . are so Inadequately supported 
by the description that no meaningful opinion could be formed. 

no international search report has been established for said claims Nos. 25-28 . 



2. A meaningful international preliminary examination cannot be carried out due to the failure of the nucleotide and/or amino acid 
sequence listing to comply with the standard provided for in Annex C of the Administrative Instructions: 



I I the written form has not been furnished or does not comply with the standard. 

I I the computer readable form has not been furnished or does not comply with the standard. 
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Jnternaiiona! application No. 
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V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 


1 . Statement 

Novelty (N) 


Claims 


1-24,29-32 




YES 




Claims 






NO 


Inventive step (IS) 


Claims 


1-24,29-32 




YES 




Claims 






NO 


Industrial applicability (lA) 


Claims 


1-24,29-32 




YES 




Claims 






NO 













2. Citations and explanations 

Document 1: WO. 97/07120, Al (Smithkline Beecham P. L. C.) 27 February 1997 (27.02.97) 

Document 2: WO, 95/29177, Al (Smithkline Beecham P. L. C.) 2 November 1995 (02.1 1 .95) 

Document 3: JP, 5-339271, A (Kowa Co., Ltd.) 21 December 1993 (21.12.93) 

Document 4: Dufresne, Claude, et al., "The synthesis of phenylhydrazines from bis(2,2,2-trichloroethyl) 
azodicarboxylates and electron-rich arenes," Synth. Commun., Vol. 27, No. 20, 1997, pp. 3613-3624 

Documents 1-4 describe furo-indole compounds or furo-quinoline compounds with structures similar to 
the compounds of this application. 

Documents 1-3, which are patents, describe broad structural formulas that may include the compounds of 
the Claims of this application, but the compounds that may be included in the Claims of this application 
were not actually produced. 

Furthermore, the compounds set forth in documents 1-4 are only described as starting materials for 
serotonin antagonists, anti-arrhythmic agents and other compounds, and the effects of the compounds of 
this application are not described. 

Therefore, the production and use of the inventive compounds having inhibitory action against the 
formation of lipoperoxide is not self-evident to persons skilled in the art based on the descriptions in 
documents 1-4. 

As a result, the inventions set forth in Claims 1-24 and 29-39 appear to involve an inventive step. 
The inventions set forth in Claims 1-24 and 29-32 also appear to have industrial applicability. 
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VIII. Certain observations on the international application 

The following observations on the clarity of the claims, description,' and drawings or on the question whether the claims are fully 
supported by the description, are made: 

The Claims are a logical generalization of the Examples that are disclosed, and all compounds included 
within the scope of the Claims should be described such that they actually solve the inventive problem. 
In the case of this application, in light of the fact that the number of compounds actually produced and 
tested was relatively limited, it is impossible to decide if the scope of Claims 1-13, 18-25, and 30-33 is 
logically valid. 

The expressions "heterocyclic group containing nitrogen," "aromatic heterocyclic group," hydrocarbon 
group," "prodrug," and the like and expressions in which specific substituents are not delineated and the 
term "optionally substituted" is used do not specifically express what kinds of relationships exist 
between what kinds of atoms in the groups of atoms that these expressions refer to or imply. The 
Specification contains only a small number of Examples, and because these expressions are used without 
specific definitions, Ihey are vague and imprecise, and it is possible to imagine compounds that do not 
bring about the effect asserted by the applicant. 

Furthermore, even if it were possible to figure out specific compounds from the above Examples, 
because the scope of compounds that were actually produced and used is narrow, this examination finds 
that it is impossible to assume that all of the compounds will have effects similar to those in the 
Examples. 

Therefore, this examination finds that because the Claims include these compounds, all the compounds 
of the Claims are insufficiently supported by the Specification. 

2. With respect to the various diseases listed in Claims 21-24 and 30-32, there is only a vague statement 
that the inventive compounds are directly useful in the treatment of these diseases, and there is no data to 
support these assertions. In addition, the link between the action of inhibiting the formation of 
lipoperoxide, which has actually been verified, and these diseases is not explained as one having a direct 
cause-effect relationship. 

Therefore, the inventions set forth in the above Claims are not sufficiently supported. 
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= (57) 



(57) Abstract: Compounds represented by general formula (1) or salts thereof ex- 
hibit excellent inhibitory activity against the formation of peroxylipid and are useful 
as inhibitors against the formation thereof. In said formula, A is a nonaromatic five- 
(1) to seven-membered nitrogenous heterocycle which may be additionally substituted; 
B is a benzene ring which is additionally substituted: C is a dihydrofuran ring which 
may be additionally substituted; and R is hydrogen or acyl. 
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